ANNEX 3
Synopgsof OECD Tet Guiddinesfor Sudiesinduded intheS DS

This document provides a ummary of the information which should be reported for spedfic teds of the
Screening Informéation Data Sat (SIDS) as extracted from the gppropriate OECD Test Guiddines. It is not intended to be
indusve or exhaudive in cases of uncertanty over the interpretation of the acoeptability of a dudy, evauaors should
conault the rlevant guiddine or other guidance documents suich as the following, or flag the issue for further discusson a
the SDSreview process

Quality of and Accessto Data Used to Prepere S DS Dossers (Section 3.2);
Congderationsfor Devdoping SDS Teging Plans (Section 3.3);

Guidancefor Medting the S DS Requirements (The S DS Guide) (Section 34); and
Condderations Concerning Adeguecy of Dataiin the SDS (Section 35).

Fogues in [ ] corepond to the data dements in the HEDSET and the Revissd OECD HPV Fom 1

This document was prepared by the OECD Secretariat bassd on the agreements reeched in the OECD Test Guiddine and
the Exiging Chemicas Programme up to April 1996.
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[2.1]

[22]

[23]

[24]

GENERAL INFORMATION

Each sudy should report full identity and the necessary references

PHYSCAL-CHEMICAL DATA

General Condderations

Each sudy should report:

full identification of subgtance tested (date, Sructurd formula, gpectra, purity, impurities gabilizers, ec.
should be identified as completdy as possble induding percentage, potentid impect where known,
indicating sangtivity of teds in rdation to impurities and their potentid impact on hedth or the
ervironmen).

Note In SIDS work, tegs for physca-chemica properties should be conducted in principle on the
purified subgtance to avoid interference form impurities etc.

mehods gpparaius, procedure employed, sendtivity and aocuracy of resuts use of refarence
dandards/controls, datidica andyds any limitaions or difficulties

Note In SDS work, when a dandard tet method such as OECD Test Guiddine has been ussd, the
method should be identified and it is not necessary to repeat detalls of thetest inthe HEDSET arin
Revisd OFCD HPV Fam 1.

reslts dl resultsand dl information rlevant to interpretation of results

Foedfic Condderatainsfor Individual Data Elements

MH TING POINT Ref. OECD TG 102

m.p. or mdlting range expressed as °C;

meen of at least 2 measurements + range of accuracy of method,

if decompodtion occurs, the temperature of decompaosition should be dated; for visoousliguids, ™ pour paint”
may be an acogptable dterndtive

BAOIl ING POINT Ref. OECD TG 103

meen of a least 2 measurements+ b.p. or b.p. range expressed as °C a agiven pressure (KPa);
measured values corrected to Sandard pressure;
if substance decompases before bailing, the temperature of decompasition should be Sated.

DENSTY Ref. OECD TG 109

density expressed askg/n’, preferably a 20°C, as mean of & lesst 2 messurements;
temperature & which the measurement wes carried out, method of measurement in the Test Guidding
physica date of the subgtance should be reported.

VARQUR PRESS JIRE Ref. OECD TG 104

v.p. should be determined for a leest 3 temperatures in the range 0-50 °C, and a mean v.p. expressed as
Pascal units (N/nT) & 20 or 25 °C. Thisvaue should preferably be experimental but may beinterpolated or
extrgpolaed if necessaxy;,

trandtions (change of date, decompogtion) should be reported, giving temperature a which the change
occurs a amaospheric pressure, and vapour pressurea 10 and 20 °C bdow and above trangtion.
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[29]

[26A]

[26B]

[212]

[213A]

3
[31]
[3.11]

[3.12]

PARTITION COFFHCIENT N-OCTANOI WATER Ref. OECD TG 107 and 117

- resultsexpressad aslog Pow & °C (meesured or calculated, Annex of TG 117 can be usad for caleulation.)

- for TG 107, messurement concentrations in both phases for each determination (Suggest 12 concentrations
be reported (duplicate determinations of concentrations in nroctandl and in water under 3 different
conditions)

- for TG 117, average retention data as mean of & least 2 meesurements be reported in addition to detals on
fitted regresson line, cdibration methods, deadtime etc.

- awy gpedd condderdions(eg. if compound is surface active, dissodative, insolublein water, metd organic)

WATER SO UBILITY Re. OECD TG 105

- resultsexpresssd asmg/l & °C, at leest 2-5 replicatesftrid, full test report should indude calibration deta for
the chosen method and the reedingsfor the test solutions;

- nauredf carier usad for insoluble compounds

- if thesubganceisinsolublein water the detection limits of the andlytical method should be indiicated.

BPH VALUE AND BKA VAL UE Re. OECD TG 112

- ForpKa resultsexpressed aspKaat °C, & leagt 3 replicatesftrid.

- Rl report should indude al meesured data and daidicd parameters used for the cdeuldion of pKain
addition to cdlibration datafor the chosen method.

OXIDATION - REDUCTION POTENTIAL

- OECD Tedt Guiddine is nat availddle for the messurement. However where goplicable, indicate the redox
potentid and the conditions under which it was messured.

ADSORPTION/DESORPTION TOSOIL.  Ref. OECD TG 106

- Koc a °C, tests should be made for 3 soil types, & lesst 2 replicatesftrid a one concentration in the
screening test and & 4 concanttration in the advanced test.

- Reallt of adsorption test, desorption test in the screening test, mass baance and adsorption isotherm data
should beinduded in the full report.

ENVIRONMENTAL FATE AND PATHWAYS

STABILITY

PHOTODEGRADATION Ref. OECD TG 113

- For SDS edimation is aufficdent. However, if a sudy is provided, methods used to messure degradation
over time (14 days) should be discussad, induding reference sandards (if used), temperature, method of
andyd’s, sengtivity, reprodudibility ec.

- Reallts changes observed on trested sample after testing; if possible, nature of decompogtion products

STABILITY INWATERHYDRA YSS Rd. OECD TG 111

- should beexamined & pH leveslikdy to befound in the environment (pH 4-9).
Tedt Methods should indude information on identity and purity of test compound, reference dandards

control, if usad; detaled tes procedures induding tes medium, temperaiure, pH,Buffer for each st of
expariments extraction method and recovery daaif an extraction methodsis used,
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[33]

[39]

[4.1]

Reallts should be expressed interms of hdf life (t42) in days, or for ungable compounds (in hours).

Initid Tes - soluble subgances should be carried out a 50 °C for 5 days to indicate gability (solubility >
10° gll) a arange of pH (4.0, 7.0, 9.0).

Resilts if < 10% hydrolyss is seen after 5 days (tv. > 1 year) the product is consdered hydrologicelly
dable and no further tegting is required. If the subgance is undable a environmentdly rdevant
temperatures, eg. if ti. <1l day & 25 °C, no further testing isrequired.

Further teding _ _
For ungable compounds ( 1 year > ti. > 1 day ), further teding & 2-3 gppropriate temperatures may be
reguired.

Methods for esimating environmental concentrations and faie are presented in "Guidance for Initid
As=ssment of Environmenta Exposure’, "Report of the OECD Workshop on the Application of Smple
Modds for Ervironmenta Exposure Assessmat (OECD Monogrgph No. 69)" and "Compendium of
Environmental Bxpoaure Asssssment Methods for Chemicas' (OECD Environment Monogrgph No. 27).

Diskettes of PC programme of moddsin the guidance document are available from the SDS Contact Points
or the Secrdariat (See Section 4.3 of thisManudl).

Cdculation of digribution by a Fugaaty Levd 1 typemodd should be provided.

BIODEGRADATION

Choice of teding protocdls should be determined by physicd-chemicd properties (eg.solubility, voldtility)
and dructure of test subgtances, eg., - for solublefinsoluble subgtances tests basad on disolved organic
carbon (DOC) or oxygen depletion and carbon dioxide generation. For volatile subgtances a dosad sysem
may nead to be employed.

Methods

All methods should be reported induding rationde, sengtivity and suitability for test subgance; use of
podtive reference dandards, (derile) controls cdculaion of degraddion curve, datidicd andyss
confidencelimits, €c.;

for poorly soluble test substances, the nature and concentration of any vehides (olvents, processes) usad to
enhance the contact between test sbgtance and microorganisms should be given.

Reslts

The biodegradation curve should be cdculaied and drawn, the experimentd vaues showing a rate (%) of
degradation over time (eg. 28 days) should be given.

If areference gandard is used, the biodegradation resuits and curve should be presanted.

Any inhibition of the degradation bacteriashould be reported.

Poditive reslts 60 % degradation (of theoreticd maxima) in 28 days basad on oxygen depletion or CO,
genardion tegts or 70 % for tests basad on dissolved organic carbon may be regarded as biodegradable

ECOTOXICITY

ACUTEPROI ONGED TOXIATY TOHSH

ACUTETOXICITY TORSH Ref. OECD TG 203

Test Subdance: complete identification induding vehides usad to adminiger (eg. solvents).
Test Spedes numerous selig of recommended spediesreference OECD Test Guiddine 203

EXCHWANUAL\9%6-AN3DOC/May 1996



Meahods complete description of test procedure usad (eg. ddtic, sami-gdic, flow through eic.) induding
water qudity characterigtics (pH, dissolved O, concentration, €ic)) preparation of dock, test solutions
exparimenta procedures etc.

preferably should involve 5 concentrations of test solutions in geomeric series, 10 fidvtest group and
control.

Reaalts

maximum concentration causing no mortality intest period (preferably 96hr.);

minimum concentration causng 100% mortdlity;

cumulaive mortdity at each concentration and in controls;

LGy or EGy & 24, 48, 72, and 96 hours based preferadly on actud, not nomingl, concentrations (with
95 per cent confidence limit a 96hr);

datidicd procedures usad for determining the LCs, vaues,

any incdent thet might affect reuits;

abnormdl responses of figh;

% loss of concentration over the expaiment, epeddly for poorly soluble subdances (may afect
cdaulaion of LCxS).

[4.2] ACUTETOXIATY TO AQUATIC INVERTEBRATES
A. DAPHNIA Ref. OECD TG 202

ACUTE IMMORBIL IZATION TEST

Test Subdance: complete identification, induding vehides used to adminider (eg., olvents).
Tet Organism: Daphnia p. identified by spedes srain, source
Methods

complete destription induding anima maintenance and housing, preparaion of tes and control
solutions, physica regime, exparimentd procedure induding number of replicates;

a lee2 20 Dgphnia, not more than 24hrs old, should be usad in groups of 5 each, teded &
concentrations in a geometric series, in which highest concentration causes 100% immohbilisation, and
lowest hould give no obsavable effect.

Realts

number and % of Dgphniashowing effects a 24 and 48 hr a each concantration and controls, neture of
effect (immobilisation, mortdity);

the 24h and 48n ECs,, preferably with 95 per cent confidence limits, determined by asuitable method;

if possble, the dope of the concentration regponse curve with its 95 per cent confidence limits,

the highest concentration tested producing no immokbile Daphnia;

the lowest tested concentration producing 100 per cant immobile Daphnia

[4.3 TOXIATY TOAQUATICH ANTSeg Al GAE
(AlgaGrowth Inhibition Test) Ref. OECD TG 201

Tet Series  vaious gpedies of fagt growing green agee such as recognisad drains of Sdenastrum
capricornutm, SoenedesTus subspicatus, Chlordlavulgaris

Test Subdance full chemicd description induding vehides used to adminiger (eg. solvents).

Methods

complete housing, maintenance and test procedures and conditions;
ingtdl cdl concentration;
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5 graded concentrations tested, preferably 3 replicates, with highest dose inhibiting growth by 50-100
%, lowest dose a no obsarved effect rddiveto controls

Reslts

cdculation of dgd growth over test period (3 days) - eg. mean cdl concentration & 24, 48, 72 hoursfor
each time and dose, plotted to give growth curves

ECs and method of cdeuldion;

NOEC,

any obsarved adverse or unuaud effedts

[45] CHRONIC TOXICITY TO AQUATIC ORGANISM
[452] CHRONICTOXICITY TOAQUATICINVERTEBRATES
DAPHNIA Ref. OECD TG 202

PROI ONGED TOXICITY TO DAPHNIDSREPRODUCTION TEST

Test Subdance: complete identification, incdluding vehides used to adminider ( eg., solvents).
Tet Organism: Daphnia p. identified by species srain, source
Methods

complete desription (see [4.2] A);

5 concentrationsin geometric series of test solution, highest a 24 hr ECs,, lowest a 1/100 24 hr ECs;
at leest 40 animdls 4 groupsof 10, a each concentration,: controls

test duration 14-21 days or urttil & leest 3 broods of F1 have gppeared in controls

Realts

The EGs (immohbilisation) and ECs (reproduction) values ssfar aspossble a 24, 48, 96 hrs 7 days, 14
days and & the end of thetest: Jatidtica andyssand 95 per cent confidencelimits;

thelength of time for the gopearance of thefirs brood for each concentration;

the number of young divein each test vessd a any given day a which countswere made (the minimum
requirement isfor countsthrice weekly);

the number of deed young on each day of counting;

the highest concentiration tested a which no sgnificant difference is found versus the controls with
regpect to mortdity, reproduction and other obsarved effects

the lowest concentration tested with Sgnificant difference versusthe controls

[4.6] TOXIATY TOTERRESTRIAL ORGANISM

- required if Sgnificant exposureis expected in the terredtria environment.

[461] TOXIATY TOSOIL DWH | ING ORGANISV Ref. OECD TG 207

Tet Spedies: Eisenia foetida, adults, mean weight 300-600 mg.

Tes subdances FuUll chemicd description.

Methods

- (atifigd) soil teds are preferred to contact filter peper tests as being more represntive of the naturd
habitat;
1) Adifidd Soil Ted - 10wormsvid atifiad soil;
2) Hlter Test 10-20 wormsftest, housed separately,

- rangefinding tes may precede dose tedting;

- teding & 5 geometric dose concentrations plus control, reference Sandard,
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[462]

[463]

- asessment of mortdity at 7, 14 days

iteshoudind
- reportsaof dl test methods procedures, €c,
- cdadaion of LGy, LCs, LCi;

- doserespon2curve

- gaidicd andydsand confidenceleves,

- any obsaved adverse or unusud effects

TOXIAITY TOTERRESTRIAL A ANTS Ref. OECD TG 208

Test Spedies minimum of 3 pedies from different plant types variety, seed source
Test Subdance: complete identification.

Raute of Adminidration: soil, incorporation into seed bed.

Tes Conditions control, plus 3 concentrations tested in random block design, minimum 4 replicatesitrestment; 5
ssedreplicate

Mdahods  complete destription of test conditions, induding growth conditions, soil characteridics etc.

Reallts should giver

- oconcatraion-effect curve

- LGy for emergence ECs, for growth;

- phytotoxic effects for trestments, contral, €c.;
- daidicd andydsof reaults, if possble

AVIAN DIFTARY TOXICITY TEST Ref. OECD TG 206

Test Spedies oneor more spedies, (mdlard duck, Jepanese or bobwhite quail, pigeon, ring-necked pheasant, red-
legoed partridge) from hedthy known sock, 10-17 daysold.

Raute of Adminidraion: Ord indiet.

Housng Regimes conggtent with good laboratory and humane practice, detalls of housng regime, die,
preparation/maintenance, induding tes diets etc..
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[50]

Teding:
Onedaselevd teding
If 5,000 ppm in diet produces no toxiaty within 8 days, then further testing may be discontinued.

Multiple dose tedting
5 graduated dose levels 2 controls and 1 trestment group/dose, 10 birds/group for 5 days followed by 3 days
of no trestment; reference substances (optiond).

Reporting of Resvits

- frequency, duraion of cbsarvations

- number of desths'trestment group and /controls

- average body weghts a beginning, end of exposure period, end of teg;

- Obsarvaionson intoxicationsbehavioura changesinduding food consumptions,
- LG, LGy, LCuix values confidence limitsand Stidticd analyss

AVIAN RFPRODUCTION TEST Ref. OECD TG 206

Test Spadesone or more spedes, usualy mdlard, bob white or Japanese qual of hedthy individuds from the
same populaion, known parentage

Test Subdance: complete chemicd identification.
Raute of Adminidraion: Ord in diet, 20 weks
Mehods

) Housng regime: complete description of housing conditions induding diet/supplements/carriers, frequency
of feading, dearing, ec., procedures on rearing, acdimatization, methods of identification of birds, eggs,
conditions of egg Sorage

i) Test conditions complete destription induding dogng leves, frequency, use of controls, use of pogtive
reference Sandards (optiond)

- should tet a 3 diglary concentrations, highest dose a 50% L C,, from acute teding, others at lower levels
lowest dose no observed effect levd.

Realts shauld give:

- thenumber of deaths & each treatment levd, and in controls;

- dl weght changesin birds over test period (beginning to end of exposure pariod and & end of tets); meen
weight change:

- frequency, duration, description of toxiaty on adult and young birds,

- grosspahologicd results, resdue andyss (if performed);

- egg production, egg &, viahility, hatchability (induding normd hatchlings), surviva of young, and eggshdl
thickness (in summary by concentration level and for eech group by week for the test period);

- noefect levd, and any qatidicaly Sgnificant effect levds

- any cbsavaionsabout unusud effects

TOXICITY
GENERAI CONSDFRATIONS

Common generd condderaionswhich should be reported for each toxicology Sudy are

Tet Sidance
- full chemicd identification, CAS number etc;;
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[5.1]

[54]

- full identification of physcd characteridtics (induding: Sate, purity, identification of impurities, solubility,
Sahility, solvent/vehides usad in experiment).

Tet Spedes '

- adequate numbers of hedthy animas should be used;

- individudsin tes groups should not vary more than + 20% of mean weight of the group;
- femdesshoudbevirgin;

- common laboratory drains should be usad wherever posshle

ions should be reported indicating housng conditions, routing, condgent care, conventiond
laboratory diets unlimited weter, condgent conditions of temperdaiure, light, rdative humidity etc.

Clinicd Examinations should be freguent enough to enaure observation of critical Sgnsbut & least once a day;,
shouldinduderecords of dl desths behavioura changes necropsy results.

ACUTETOXIAITY Ref. OECD TG 401-3, 420
Tet Spedies

- od: ra (prefered);

- inhddion: rat (preferred) or rabbit;

- damd: ra, rabbit, guinea pig (other goecies may be conddered). Commonly used drains weght varigion
of each anima should not exceed +- 20% mean weight.

Routeof Expoare ard, dermd (liquids, solids), inhdaion (geses, vapours, fine powders), as
gopropriate.

Number/Sex of Tes Animds

- forfird tes (ord, dermd) &t least 5 hedlthy young animalgdose levd/dl same s
- forinhdation - 10 animas (5 of each x);

- femdesshould bevirgin.

Mehod:

- alimit test may be caried out a one doselevd (2000 mg/kg body weight) on groups of 5 mdesor 5 femdes
for ord or dermd. For inhdation, 10 animals should be tested; if compound-rdaied mortdity is obsarved, a
full gudy may be nesded;

- doselevds ad, damd: at leadt 3, plus controlswith arange of toxic effects and mortdity raies so thet dose
response curve can be prepared and an LDs can be determined; inhdation: if one continuous dose, 4 hr
exposure produces no mortdity a 5 mg/L, then further tessmay bediscontinued. If effects afull sudy with
4-hoursexposure a 3 doselevds may be required,

- animds obsaved for 14 days with dinicd obsarvations daily, induding weight change, pathologicd
examinations reported upon termination of animas

Reslits

- LDy vaue given for each sex, or acombined LDs if both sexes are teded. Any sonificant difference in
reponse between sexes (>2-fold) should be reported;

- dose mortdity curve, confidence limits;

- report dl Sgns of toxiaty (immediate or ddayed), number deed, number with no effect for dl dose levels
control;

- necropsy and histiopathologicd effects should be reported for those dueto test Substance:

- for damd: effects (local) a Ste of gpplication should be reported;

- forinhdation sudy: (range of) partide Sze of test substance should be reported.

REPEATED DQSE STUDY (14- 28 DAY) Ref. OECD TG 407, 410, 412
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ord, innddion: ra preferred, 6-8 wesks old;
dermd: rd, rabbit, guineapig.

Route of expoare Ord prefarred, diet, gavage. For dermal or inhdation reasons should be given.

Number and s=x of test animds

10/do=elevd (5 of eech =x);
more, if interim sacrifices.

Daoxlevds

limit test: 1 dose® 1000 mg/kg. If no obsarvable effects or evidence of toxidity at thisleve, then afull sudy
may not be required.

full test: 3 doses plus control

* lowest - no evidence of toxicity

» middle- minmd obsarvabletoxic effects

* highest - toxic effects noted, but fatditiesdo not affect evaluaion of results

Methods

dl information regarding housng, care of animds, methods used, expaimenta procedures should be
reported;
for theinhaaion Sudy, ar flow rates, concentrations, particle Sze digtribution, etc. should aso be reported.

dinical absarvaions on animd behaviour, weight change, etc., laboratory findings on the number of deed,
9ck, afected animals by sex, dose duration of exposurefor entire experimentd period,;

time of death or effects during, after exposure rdaed to exposure levd, time of onsgt of symptoms, duration
and recovary, if any;

if no 9gnsof toxicity seen, this should dso be reported;

results of necropsy (dl lesons anormdities organ weight changes) should be reported rdated to dose levd
and as a deviation from contrals haematologicd tests, dinica biochemidry, hisopathology should dl be
reported to controls

Note  Combined Repested Dose Toxidty Study with the Reproduction/Devd opmenta Toxiaty Screening Test

(OECD Teg Guiddine421) isacogptable

[55 and[5.6] GENETICTOXICITY (invitro and in vivo)
A range of in vivo and in \itro Sudies are acceptable. Teding should be sufficent to cover two different

endpoints

(1) genemutation (usudly with bacteria)
(2) chromosomd aberrations/changes (usudly nonHbacterid).

Although many mutagenicity tests are avalable, goproximatdy five are commonly usad; one, the Salmondla
mutation assaysisvirtudly globdly routine. Two to five tests have been suggested asreesonable, in generd, the Sllmondla
reverse mutation assay in combingtion with test(s) for induction of chromosome abarraions

SHection of test methods should take into account the nature of the test materid, data from other toxicologicd
dudies, sngtivity of grains chosen, the potentid for false pogitives or negatives the use of reference subsiances as pogitive
contrals, response with and without metabolic activation, meritsof invitro vs in vivo, eukaryatic vs. prokaryotic testing, efc.

Chromosomal abarrations and changes can be determined by aseries of nonHbadterid tegsin vitro or invivo.
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[55A]

[55B]

BACTERIAI TEST Ref. OECD TG 471 and 472

Memsres Gene mutaions
Cdl aultures: SAlmondla typhinmurin Escherichia coli

Mehods

- full identification of bacteriaand Srains usad, postive reference subgtances and negative controls;

- Odals of tes methods chosen and procedures followed (culture conditions, dose leves, rationde for dose
sdection, number of plates per test, metabalic adtivations sysem chosen, media compasition; number of
replicates);

Resiits

- individud plae counts of Srains used, mean number of revertant colonies/plate;

- report details of regponse (magnitude of increesed revertants, plus any dose response) in rdation to contrals;

- datewhether overdl resuit is negietive or positive for experiments both with/without metabolic activation;

- if negative results obtained, then judification of doseleves usad, and type of metabolizing sysem in rdation
to the Sructure of the test organisms, and whether poditive contrals gave satisactory response, should be
reported;

- gddidicd andysswith sandard devigtion.

NON-BACTERIAL INVITROTEST
MAMMALIANCH | GENEMUTATIONTEST  Ref. OECD TG 476
Mess res: base pair mutations'smd| ddetions

Cdl aultures. any gppropriate mammdian cdl culture eg. L5178Y mouse lymphomacdls CHO, V-79 Chinee
hamger cdlls.

Methods

- ted should be desgnated to have a predetermined sengtivity and power. No cdigaulture is usudly 1/10
expected background mutant frequency; usudly 4 concentrations of test subgtance to yidd concentration -
rdaed toxic effect;

- highest concentration should produce alow levd of survivd;

- pogdtive and negative controls should be tested;

- cdlsshould be exposad to test both with and without metabalic adivation over a (1-5 hr) suitable exposure

period.

Repart: sseds0[55A]

- ddalls of methods used (eg. individual colony countsftrested and control groups survival and doning
effidendes (% of controls); mutart frequency (number of mutantsno surviving cells) sHective egents

- methods used to enumearate numbers of viable and mutant cdls;

- doseresponse rddionship where possble:

- gaidicd andydsand confidence limitswhere possble

Reallis asper [55A]

Culturer avariety of cdlslines dransor primary cultures can be used.

Mehod: should describe the test conditions, induding cdl culture technique, exposure in both presance and
absence of gppropriate metabolic adtivation system, exposure period to test subsiance, exposure concentrations,
test parformance
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Report:

- typedf ted, time of fixation, number of replicates use of pogtive reference subdancescontrals,

- thetypeand number of abaraionsand method of sooring, for each tregtied and contral culture:

- ddalls of reponse - eg, type of dructurd damage, magnitude of effect, any dose response, datidicd
andysds if done

- date whether ovardl efedt is podtive or negdive for expariments both with and without metabolic
activetion.

If there are data on the effect of the chemicd on cdl cyde time, the adequacy of the sdected exposure periods

should be indicated.

Memares Point mutations and amdl ddetions in gam line (X chromosome) of insact by sex linked recessve
lethal

Spadies Wild typemdes and femdes of Muller 5 gock or gopropriate drain with inverted X chromosomes
Routes of expoaure ord, injection of inhdation.

Mehod:

- report dl proceduresfollowed, test conditions;

- dose maximum tolerated concentration, or one produdng someindicaions of toxiaty;
- aspodtive reference contral plusblank contral.

Resiits

- report number of lethd mutations/dose, Stidica andyss

- daewhether overdl resuitispodtive or negdive If negaive, judify that dose levels, methods are edequate
(by usegructurereactivity of the test subgtance).

MICRONUCLEUSTEST
MAMMALIAN BONE MARROW CYTOGENETIC TEST

Spadies any gopropriate mammad, usualy mouse, but dso rat, hamder.

Roauteof Expoare ord, intrgperitoned injection or ather gppropriate route.

Sax: young hedlithy animdls, usudly 5/, 10 animels/group, trestment and control groups
Treatment regime: should be reported induding description of test conditions

Do

8 dngleadminidration of maximum tolerated dose or that producing indication of cytotoxidty.
b) repeated dose, sampleto betaken 12 hrsafter dodng d intervasto 72 hrs.

EXCHWANUAL\9%6-AN3DOC/May 1996



Ted 57
- should score gpproximately 1000 micronudested polychrometic erythrocytes'anima (MPE'S).

Resiits

- ted report should indude information on the animas usad treatment, etc. detalls of test conditions, criteria
used to identified MPES

- apaostiveresult should beindicated by:
i) adaidicaly sgnificant dose-rdaed increasein number of micronudegted polychrométic erythrocytes
i) detection of areproducible and Satidicadly sgnificant pogtive response & atest poirt;

- anegdtive result should be chedked to ensure test subdtance is reaching target tissue, to confirm vaue of test
asamutagenicity screan;

- additiond mutagenicity tegts involving different parameters eg. dhromatid exchange, crossover, forward
and reverse mutations eic. are destribed in the OECD Tegt Guiddines

58 TOXIATY TORFFRODUCTION

Ref. (1) One Gengration Reprodudions Toxiaty Sudy OECD TG 415
(2) Two Generdion Reprodudtion Toxicity Study OECD TG 416

Ted pedies Ra or mouse
Routeof Expoare usudly ord, daly from 5-9wksage
Number of anmaldsex:

- en@warirmlsto@iveZO pregnant femdesto term if posshle
- madesshould be dosad for a least one complete spermatogenic cyde (56 daysmouse 70 daysrat);
- pgenadion femdes should be dosad for two oestrous cydes, then obsarved throughout the entire cyde.

3 trestment groups plus contral; highest level should induce toxicity but not mortdity
medium levd should induce minimdl toxic effects, lowest group no obsarvable adverse effects

Methods
- onehigh dose> 1000 mg/kg - if no evidence of effectsfurther dudiesmay not be reguired;
- daly obsarvation nating any changes or effects

Resiits

should indude:

- Soedes, drain used,

- toxic response databy sex and dosg, induding fertility, gestation, and viability indices;

- timeof degth during the Sudy or whether animals survived to termination;

- table presanting the weights of each litter, the mean pup weghts and the individud weights of the pups a
termination;

- toxic or other effects on reproduction, offgorings, posinatd growth, etc.;

- thedataof obsarvation of each abnorma 9gn and its subsequent course;

- body waght daafor p generation animds;,

- nearopsy findings, adetailed description of gross necrascopy and hisopethalogy, of dl reprodudtive organs,

- gaidicd andydsof reaults

- nodfect levd and adverse effects on reproduction, parturition, lactation and post netd growth.

Note  Combined Repested Dase Toxidty Study with the Reproduction/Devd opmenta Toxiaty Screening Test

(OECD Tet Guiddine 422) and Reproduction/Devdopmenta Toxidty Screening Test (OECD Test
Guiddine 421) are dso acoepteble
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